
tionaf Review oards: Requiring Sponsors and Fnvesti ators to lnfarm ERBs 

Ac~~U~~ Advan~~ hotice of proposed ru 

~~~~A~~~ rug Administration ( A) is conside~ng whether to amen 

review board ( RB) regulations to require sponsors and investigators to inform IRBs 

y prior XRB review decisions These disclosures could hefp ensure that sponsors and clinical 

investigators who sub~t protocols to more than one I B wiff not be ab e to ignore an unfavorable 

ecision and that IRBs reviewing a protocol will be aware of what other IRBs 

g sides protocols ave concluded. A seeks info~ation on I practices to d~~e~~n~ 

raft a regu~atjun and, if a regulation is to be dra ed, to help detetine the 

regu~at~on~s contents. 

: Submit writte or electronic moments to the Dockets Management Branch ( 

305), Food an g Ad~nis~at~on, 5630 Fishers Lane, rrn. 1061 T Rockville, 

ents to http:~~www.fda.gov~do~kets~eco~ents. 

WA&T: Philip L. Chao, Office of Policy, spanning, and Legislation 

23), ‘nistration, 5600 Fishers Lane, RoekvilIe, NlII 20853,3 

3380. 
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Bs are boards, eomxnittees, or other groups formally designated by an inst~~t~o~ to review, 

approve the initi tion of, and conduct eriodic review of biomedical research invv~v~ug human 

subjects (see 21 CFR 56.1 3 primary purpose during sue revjews js to assure the 

welfare of human subjects (id,). FDA”s IR regulatj~ns me at 2f 

CFR part 56 and apply to clinical i~vest~gati~~s involving ~A-regulated products SW 

drugs, b~~l~gi~a~ roducts, medical devices, and foo additives. (While section 520(g) of the Federal 

osmetic Act (21 U.S.C. 36Oj(g)) refers to ~~~~stit~tj~na~ review ~~~tt~~s” rather 

ers ~~stit~ti~nal review co %ees to be IRBs a e subject to the 

e Department of Health and Human Services, Office of e Xnspec&g General (ark) 

issued several reports on fRBs. The OfG sought to i e challenges facing 3[RlfSs and to 

make ~ec~~~~ ations on. improving Federal oversight of IRBs. 

d clinical investigators be required to notify IRBs of aDy 

the ~~spe~t~r General, of Health and uman Services, ~~~~~~~~~~~~~ ~~~~e~ ~~~~~~~ 

ne 1998). The OfG report stated that the 0 

of a few situatiQ~s where sponsors and/or research investigators who w;ere unhappy with 

‘s reviews switched to another without the new IRIS being aware of the other’s prior involvement. 

This kind of I shooting deprives the new RI3 of i~f~~ation that it should have and that can be 

irnp~~a~t in protesting human subjects. The ground ruks should be changed so that spansors and 

i~v~stigatu~s have t ligation to inform an IRE3 of any prior reviews (footnote bitted). The 

lied to afl those ~o~d~~t~ng research funded by 3KHS or ctied out on FDA- 

ated products. It wiIf have particufar importance for those sponsors and i vestigators wo&Bg witfi 

indep~~d~~t ITuBs. Id. 
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It is important to note that the OIG never suggested that it was inappropriate to challenge

a negative decision or to seek another IRB’s review. What the OIG found troubling was the

possibility that the second IRB would be unaware of the first IRB’s concerns and reservations.

After reviewing the OIG’s  recommendation, FDA is considering whether to revise its IRB

regulations to require such disclosures and, in this advance notice of proposed rulemaking

(ANPRM), has identified several issues on which it invites public comment. The public comments

will help FDA decide whether a regulation is needed and, if so, what the regulation’s requirements

should be.

The issues, in no particular order, are as follows:

1. How significant is the problem of IRB shopping? The OIG report refers to “a few situations”

where IRB shopping supposedly occurred, but does not offer any quantitative estimate. FDA seeks

information on how frequently IRB shopping occurs, the circumstances in which it occurs, and

the nature of the different conclusions reached by the IRBs. For example, what number or

percentage of sponsors and investigators engage in IRB shopping? What issues lead to IRB

shopping? Is IRB shopping more prevalent where certain FDA-regulated products are involved

or more likely to occur in certain types of research or under certain other situations? What sorts

of differences in IRB conclusions are observed? Are there particular areas of disagreement that

suggest a wider issue, such as review of certain trial practices or standards? Is IRB shopping more

prevalent when the protocol includes or excludes certain populations (such as women and

minorities)? Information on specific occurrences of IRB shopping and disagreement would be useful

to help determine the seriousness of the problem.

2. Who should make these disclosures? The OIG report recommended that sponsors and

investigators inform IRBs about any prior reviews, but FDA’s experience suggests that there is

f& -sfJmwsome variation as to the person who seeks IRB review. In some instances,
.a& v/LaACd~w

B, rather

&ill seek IRB review, especially in the case of devices. One w”ay to deal with *//‘{off-n  ,-
*Id
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these v~ativ~s o rapire the person who sv~ght e peer review, whetter 

, ~~~estigatvr~ or bv onsor and ~~vest~gatur~ to make the require 

A ~v~sidered this issue further, questions aruse as to whether spv~svrs i~vestigatvrs 

to infom J.R.Bs about any prior reviews, even i the spunsvr or investigator 

r review, but somehow ew about it. For ex investigator X and 

invest~gatv~ Y were usin the same prvtocof, and if j~vestigatvr X 

~nvestigatvr Y’s protocol, shvuld investi atur X inform is vr her XRB about that 

ed a different investigator? If the sponsor 

ouXd it notify investigator 

e disclosures? The report states that I at are reviewing 

vr are review a prvto~~~ should be infv~ed abv~t prior IRIS reviews. is assumes that 

the prior IREVs derision is knvwn at the time the secvnd IRE% is asked to review the 

But what ens if the new IRB has already rvved the protocol at t e the prior IRIS’s 

decision becvmes own? Wv~~d infv ativn about prior TRB reviews s~~~~ be helpfu ne could 

i~v~stigaturs should inform new IRBs ab l[RB reviews, even if 

ved the protocol, because the prior reviews might be relevant to 

of a prvtvcvI. 

on the 

oufd be d~sc~vsed? The type of info~at~u~ to be disclosed depends 

f the disclosure. If the purpose is solely to be certain that an IRB is aware v 

elusion, perhaps only ~nfavvrab~e or reviews wvuf 

e disclosure is to ensure that fRBs receive all re 

ropriate to disclose afX prior I B decisions, both pvsitive an 

ing approvals, be disclose 

would not require disclosure of all privr 1 3 de~~s~v~s, what ~~fu~at~vn 

e purpose of disclosure is solely to be sure an IR 



review, there could be different degrees of diselos re. An ~~favvrab~~ IRB 

decisivn could e~~vrn ass complete disapproval of a protocol, a decision to approve a protocol 

ations, and a request fvr sign~~ca~t ch ges to a protocol. Even a ecision to require 

’ additivna~ reviews by the could be ~v~s~d~r~d as an ~nfavvrab~e decision. 

~~rement to disclose only prior ~~favurable IRB reviews may presume that an 

unfav fe revels is more likely to be correct than a favorable review. Xf one presu 

the earlier correctly disa~prov~d~ or requested modi~~atio~s o rotucof, then a new XR 

, benefit from knowing about that decision. This cvuld be the case, fvr ex 

disapproved a protocol because vne of its s~i~nt~f~c members re~vgn~~ed 

tivnal prudu~t would present a greater risk of harm to rese 

e infvrmed consent dv~~rn~~t~ based an at member?s kn 

is in ativn would be h~~pf~~ to a new IRB, par&u arXy if its scientific 

id not possess e same e;xpertise as the earlier IRE On the o her hand, a favvrab 

with superior expertise in a particular case coul afso be of value to 

a subse t IR3 as well. 

cases where an initial review, either favorable or ~nfavorabie, was not weIf- 

ation about the earlier XRSs review de~~s~vn may offer little or no v 

to an i&considered, “defensive” acceptance or rejection of a sat~sfaeto~ 

r ~x~p~e~ if ark RIB was associated wi an i~sti~tivn, ad 

tivn, a subsequent l[RB might be inclined to Ilow 

‘s decision was not weal-fv~nded. 

s~bse~~~~t XIW to assess the value of a prior EU3 de~~siu~, shvul 

about sis for the prior derisive be disclosed? ~~~e~t~y, 

to dvc~me~t the reasvns for a~~rvving a study, so if a posed rufe would require all TRB decisions 

ave to explain their reasons fvr vving a study. Shv~ld the 

i~fv~ativ~ about the cvmpvsit~v~ and ex rim- IRB’s 



at would be the additions burden on IRBs if A required the disclosure of the 

me 1IRB review decisiuns? How would this affec the time needed to conduct 

e requirement? The OH3 re did not sugge 

for enforcing a req~~ement that these disclosures about views occur, 

be an a~prop~at~ sanctiu~ to impose on an investigator or sponsor for ilure to comply with 

a disclosure requ 

A most learn about a violation before it can consider what sanctions might be imposed. 

G report did not reco~e~d at sponsors and ~~ves~gators info 

XRB rev~ews~ it 0 Ly reconsmended that sponsors and investigators in IRBs. If FDA has no 

ge about the prior I[RB review, the agency might find it d~f~c~~t to detect 

X-;JDA invites co might enforce the requirement ef~cie~t~y. 

. Are where Other Ways to Deal with IRE3 whopping Other isclosure of Prior IRB 

Reviews? Although the Of report reco~e~ded requiring disclosure of prior fRB reviews, 

eatf with IRE3 shopping. Therefore, if 

h to warrant Federal reg~~atu~ action, are ere otXler requirements that could 

roblem besides man ating disclosure of prior IRB reviews? 

ed persons may submit to the Dockets Management Branch (address above) written 

on&c co~ents re ardiag the issues presented in this ANP by [inseti date 90 days 

in die Federal Register . Two copies of any co1 a. 



ay s~b~t one copy. Comments should be identified with the 

found ixl brackets in the heading of this doc~rne~t~ eceivc;d coverts 

ch between 9 a.m. and 4 p-m., Monday through Friday. 


